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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office Action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission mailed on 
February 16, 2007 has been entered. 

Claim 34 has been amended. New claim 44 is acknowledged. 
Claims 34-44 are pending in the instant application. 
Claims 34-44 have been examined on the merits. 

Response to Arguments 

Applicants Amendment and Response filed February 16, 2007 have been 
considered. Rejections and/or objections not reiterated from the previous Office Action 
mailed October 16, 2006 are hereby withdrawn. Any arguments addressing said 
rejections and/or objections are moot. The following rejections and/or objections are 
either newly applied or are reiterated and are the only rejections and/or objections 
presently applied to the instant application. 
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Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent granted on an 
application for patent by another filed in the United States before the invention by the applicant for patent, 
except that an international application filed under the treaty defined in section 351(a) shall have the effects for 
purposes of this subsection of an application filed in the United States only if the international application 
designated the United States and was published under Article 21 (2) of such treaty in the English language. 

Claims 34-36, 40, and 41 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Villeponteau et al. [U.S. Patent No. 5,776,679, made of record in the 
previous Office Action mailed December 22, 2004]. 

Claim 34 is drawn to a pharmaceutical composition, suitable for pharmaceutical 
use in a mammal, comprising a polynucleotide in a pharmaceutical^ acceptable carrier, 
wherein the polynucleotide 

(a) has a sequence of at least 7 nucleotides that specifically hybridizes to a first 
nucleotide sequence within an accessible region of the RNA component of human 
telomerase ("hTR"), wherein the accessible region is selected from nucleotides 137- 
196, nucleotide 290-319, and nucleotides 350-380 of hTR (SEQ ID NO:16), 

(b) does not hybridize to a second nucleotide sequence within the template 
region of the hTR, said template region being nucleotide 46-55 of SEQ ID NO: 16, and 

(c) is effective to inhibit the synthesis of telomeric DNA by telomerase. 

Claims 35, 36, 40, and 41 are dependent on claim 34 and include all the limitations of 
claim 34 with the further limitations wherein said polynucleotide has a sequence of 
about 10 to about 50 nucleotides that specifically hybridizes to the first nucleic acid 
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sequence; wherein said polynucleotide has a sequence of about 15 to about 35 
nucleotides that specifically hybridizes to the first nucleic acid sequence; and wherein 
said polynucleotide comprises a sequence of at least 7 nucleotide that specifically 
hybridizes to a first nucleotide sequence within an accessible region of the RNA 
component of a human telomerase (hTR), said accessible region being nucleotides 
137-196 or nucleotides 137-166 of SEQ ID NO: 16. 

It is noted that the instant specification at page 9, lines 25-33 recites, 
"pharmaceutical composition" refers to a composition suitable for pharmaceutical use in 
a mammal. A pharmaceutical composition comprises a pharmacologically effective 
amount of an active agent and a pharmaceutical^ acceptable carrier. 
"Pharmacologically effective amount" refers to that amount of an agent effective to 
produce the intended pharmacological result. "Pharmaceutically acceptable carrier" 
refers to any of the standard pharmaceutical carriers, buffers, and excipients". Given 
this disclosure, the Examiner is interpreting the term, "pharmaceutical composition" to 
simply comprise a buffer. 

Villeponteau et al. disclose the preparation of antisense plasmids for the RNA 
component of human telomerase using the following primer: 

S'-GTTTGCTCTAGAATGAACGGTGGAAG-S' (see column 35, line 1, at primer 
R3C, which is 26 nucleotides in length). It is noted that the PCR reaction using primer 
R3C contained appropriate buffers as described at columns 32 and 33, lines 61-67 and 
1-4, respectively. PCR primer R3C is reverse complementary to nucleobases 145-170 
SEQ ID NO: 16 of the instant invention. It is further noted that the reverse 
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complimentarity between the PCR primer disclosed by Villeponteau et al. and 
nucleobases 145-170 of SEQ ID NO: 16 is contiguous as it contains no mismatches. 
Given this high degree of complementarity, the PCR primer disclosed by Villeponteau et 
al. meets the structural limitations of the claimed invention and would be expected to 
"specifically hybridize" to the accessible region of nucleotides 137-196 and/or 
nucleotides 137-166 of SEQ ID NO: 16 as claimed since the instant specification at page 
10 lines 19 and 20 teaches, "a polynucleotide "specifically hybridizes" to a target 
polynucleotide if the polynucleotide hybridizes to the target under stringent conditions". 
It is noted that the instant specification at page 10, lines 20-26 describes "stringent 
conditions" to be generally, "the temperature and ionic conditions used in nucleic acid 
hybridization". Accordingly, the PCR primer disclosed by Villeponteau et al. would 
specifically hybridize to the accessible region of nucleotides 137-196 and/or nucleotides 
137-166 of SEQ ID NO:16 as claimed. 

The burden of establishing whether the prior art primer disclosed by Villeponteau 
et al. has the further function of inhibiting the synthesis of telomeric DNA by telomerase 
as instant claimed falls to Applicant. See (In re Best 562 F.2d 1252, 1255, 195 USPQ 
430, 433-434 (CCPA 1977): "Where, as here, the claimed and prior art products are 
identical or substantially identical, or are produced by identical or substantially identical 
processes, the PTO can require an Applicant to prove that the prior art products do not 
necessarily or inherently possess the characteristics of his claimed product... Whether 
the rejection is based on 'inherency 1 under 35 U.S.C. 102, on prima facie obviousness* 
under 35 USC 103, jointly or alternatively, the burden of proof is the same, and its 
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fairness is evidenced by the PTO's inability to manufacture products or to obtain and 
compare prior art products [footnote omitted]. See also MPEP 2112: "[T]he PTO can 
require an Applicant to prove that the prior art products do not necessarily or inherently 
possess the characteristics of his [her] claimed product." The MPEP at 2122 citing In re 
Fitzgerald 205 USPQ 594. 596, (CCPA 1980), quoting In re Best 195 USPQ 430 as per 
above. Therefore, it falls to Applicant to determine and provide evidence that the PCR 
primer disclosed by Villeponteau et al. would or would not have the additional functional 
limitation of inhibiting the synthesis of telomeric DNA by telomerase under generally any 
assay condition. 

Therefore, absent evidence to the contrary, claims 34-36, 40, and 41 are 
anticipated by Villeponteau et al. [U.S. Patent No. 5,776,679]. 

Response to Arguments 

In Applicant's response to this rejection filed February 16, 2007, Applicants argue 
that the PCR reaction mixture taught by Villeponteau et al., containing reactive 
components such as nucleotides (dNTP and radioactilvey labeled dATP), Tag 
polymerase, and T4 gene 32 protein would not be "suitable for pharmaceutical use in a 
mammal" as defined in the instant claims. Applicants also argue that the primer mixture 
would not be "pharmacologically effective" in the presence of cDNA to which it is 
designed to hybridize. 

This argument has been fully considered but is not found persuasive. The 
Examiner agrees that the PCR reaction mixture taught by Villeponteau et al., contains 
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reactive components such as nucleotides (dNTP and radioactilvey labeled dATP), Taq 
polymerase, and T4 gene 32 protein. However, the issue is that the claims recite, "A 
pharmaceutical composition, suitable for pharmaceutical use in a mammal, comprising 
a polynucleotide in a pharmaceutically acceptable carrier", where "comprising" is 
interpreted as open-ended language. For more explanation, see MPEP 2111.03 where 
it states, "The transitional term "comprising", which is synonymous with "including," 
"containing," or "characterized by," is inclusive or open-ended and does not exclude 
additional, unrecited elements or method steps". Therefore, the claims do not exclude 
the reactive components such as nucleotides (dNTP and radioactilvey labeled dATP), 
Taq polymerase, and T4 gene 32 protein as taught by Villeponteau et al. 

Thus, given the open-ended language of the claims, Villeponteau et al. clearly 
anticipate claims 34-36, 40, and 41 , absent evidence to the contrary. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 34-37, 40, and 41 are rejected under 35 U.S.C. 103(a) as being 

anticipated by Villeponteau et al. [U.S. Patent No. 5,776,679, made of record in the 

Office Action mailed December 22, 2004] in view of Nakamaye et al. (Nucleic Acids 

Research, 1988 Vol. 16:9947-9959). 



Application/Control Number: 09/436,060 Page 8 

Art Unit: 1635 

Claim 34 is drawn to a pharmaceutical composition, suitable for pharmaceutical 
use in a mammal, comprising a polynucleotide in a pharmaceutically acceptable carrier, 
wherein the polynucleotide 

(a) has a sequence of at least 7 nucleotides that specifically hybridizes to a first 
nucleotide sequence within an accessible region of the RNA component of human 
telomerase ("hTR"), wherein the accessible region is selected from nucleotides 137- 
196, nucleotide 290-319, and nucleotides 350-380 of hTR (SEQ ID NO:16), 

(b) does not hybridize to a second nucleotide sequence within the template 
region of the hTR, said template region being nucleotide 46-55 of SEQ ID NO:16, and 

(c) is effective to inhibit the synthesis of telomeric DNA by telomerase. 

Claims 35-37, 40 and 41 are dependent on claim 34 and include all the limitations of 
claim 34 with the further limitations wherein said polynucleotide has a sequence of 
about 10 to about 50 nucleotides that specifically hybridizes to the first nucleic acid 
sequence; wherein said polynucleotide has a sequence of about 15 to about 35 
nucleotides that specifically hybridizes to the first nucleic acid sequence; wherein said 
polynucleotide comprises a sequence of at least 7 nucleotide that specifically hybridizes 
to a first nucleotide sequence within an accessible region of the RNA component of a 
human telomerase (hTR), said accessible region being nucleotides 137-196 or 
nucleotides 137-166 of SEQ ID NO: 16; and wherein said polynucleotide comprises a 
nucleotide analog or non-naturally occurring nucleotide linkage selected from 
phosphorothioates, phosphoramidates, methyl phosphonates, chiral-methyl 
phosphonates, 2-O-methyl ribonucleotides and peptide-nucleic acids. 
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It is noted that the instant specification at page 9, lines 25-33 recites, 
"pharmaceutical composition" refers to a composition suitable for pharmaceutical use in 
a mammal. A pharmaceutical composition comprises a pharmacologically effective 
amount of an active agent and a pharmaceutically acceptable carrier. 
"Pharmacologically effective amount" refers to that amount of an agent effective to 
produce the intended pharmacological result. "Pharmaceutically acceptable carrier" 
refers to any of the standard pharmaceutical carriers, buffers, and excipients". Given 
this disclosure, the Examiner is interpreting the term, "pharmaceutical composition" to 
simply comprise a buffer. 

Villeponteau et al. teach the preparation of antisense plasmids for the RNA 
component of human telomerase using the following primer: 

5'-GTTTGCTCTAGAATGAACGGTGGAAG-3' (see column 35, line 1, at primer 
R3C, which is 26 nucleotides in length). It is noted that the PCR reaction using primer 
R3C contained appropriate buffers as described at columns 32 and 33, lines 61-67 and 
1-4, respectively. PCR primer R3C is reverse complementary to nucleobases 145-170 
SEQ ID NO: 16 of the instant invention. It is further noted that the reverse 
complimentarity between the PCR primer taught by Villeponteau et al. and nucleobases 
145-170 of SEQ ID NO: 16 is contiguous as it contains no mismatches. Given this high 
degree of complementarity, the PCR primer taught by Villeponteau et al. meets the 
structural limitations of the claimed invention and would be expected to "specifically 
hybridize" to the accessible region of nucleotides 137-196 and/or nucleotides 137-166 
of SEQ ID NO: 16 as claimed since the instant specification at page 10 lines 19 and 20 
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teaches, "a polynucleotide "specifically hybridizes" to a target polynucleotide if the 
polynucleotide hybridizes to the target under stringent conditions". It is noted that the 
instant specification at page 10, lines 20-26 describes "stringent conditions" to be 
generally, "the temperature and ionic conditions used in nucleic acid hybridization". 
Accordingly, the PCR primer taught by Villeponteau et al. would specifically hybridize to 
the accessible region of nucleotides 137-196 and/or nucleotides 137-166 of SEQ ID 
NO:16 as claimed. 

The burden of establishing whether the prior art primer taught by Villeponteau et 
al. has the further function of inhibiting the synthesis of telomeric DNA by telomerase as 
instant claimed falls to Applicant. See (In re Best, 562 F.2d 1252, 1255, 195 USPQ 
430, 433-434 (CCPA 1977): "Where, as here, the claimed and prior art products are 
identical or substantially identical, or are produced by identical or substantially identical 
processes, the PTO can require an Applicant to prove that the prior art products do not 
necessarily or inherently possess the characteristics of his claimed product... Whether 
the rejection is based on 'inherency' under 35 U.S.C. 102, on prima facie obviousness' 
under 35 (JSC 103, jointly or alternatively, the burden of proof is the same, and its 
fairness is evidenced by the PTO's inability to manufacture products or to obtain and 
compare prior art products [footnote omitted]. See also MPEP 2112: "[T]he PTO can 
require an Applicant to prove that the prior art products do not necessarily or inherently 
possess the characteristics of his [her] claimed product." The MPEP at 2122 citing In re 
Fitzgerald 205 USPQ 594. 596, (CCPA 1980), quoting In re Best 195 USPQ 430 as per 
above. Therefore, it falls to Applicant to determine and provide evidence that the PCR 
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primer taught by Villeponteau et al. would or would not have the additional functional 
limitation of inhibiting the synthesis of telomeric DNA by telomerase under generally any 
assay condition. 

Villeponteau et al. do not teach a pharmaceutical composition comprising a 
polynucleotide in a pharmaceutical^ acceptable carrier, wherein the polynucleotide 
further comprises a non-naturally occurring nucleotide linkage, including a 
phosphorothioate linkage. 

Nakamaye et al. teach an alternative method for direct sequencing of DNA 
generated by Taq polymerase-PCR, via the incorporation of phosphorothioate 
nucleotides and followed by treatment with an alkylating agents that cleaves specifically 
at the phosphorothioate positions (see Abstract). Specifically, Nakamaye et al. teach 
PCR performed using three normal nucleotides and one phosphorothioate-containing 
nucleotide resulted in a good yield of PCR product (see Figure 1) that could be 
successfully and directly sequenced (see page 9954). 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to make a polynucleotide comprising a sequence of at 
least 7 nucleotides that specifically hybridizes to an accessible region of the RNA 
component of human telomerase (hTR), wherein the accessible region is nucleotides 
137-196 or nucleotides 137-166 of SEQ ID NO: 16 of the instant invention using the 
teachings of Villeponteau et al. It would have been obvious to one of ordinary skill in 
the art to incorporate a phosphorothioate linkage on said polynucleotide using the 
teachings and motivation of Nakamaye et al. 
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One of ordinary skill in the art would have been motivated to make a 
polynucleotide comprising a sequence of at least 7 nucleotides that specifically 
hybridizes to an accessible region of the RNA component of human telomerase (hTR), 
wherein the accessible region is nucleotides 137-196 or nucleotides 137-166 of SEQ ID 
NO: 16 of the instant invention since the prior art taught such a polynucleotide could be 
used as a primer in the preparation of antisense plasmids for the RNA component of 
human telomerase, which is important in cloning human telomerase cDNA (see 
Villeponteau et al.). One of ordinary skill in the art would have been motivated to 
incorporate a phosphorothioate linkage on said polynucleotide since the prior art has 
taught that phosphorothioate-containing primers yield PCR products that can be directly 
sequenced (see Nakamaye et al.). 

One of ordinary skill in the art would have expected success at making a 
polynucleotide comprising a sequence of at least 7 nucleotides that specifically 
hybridizes to an accessible region of the RNA component of human telomerase (hTR), 
wherein the accessible region is nucleotides 137-196 or nucleotides 137-166 of SEQ ID 
NO: 16 of the instant invention since Villeponteau et al. taught the successful use and 
design of such a polynucleotide in the preparation of antisense plasmids for the RNA 
component of human telomerase. One of ordinary skill in the art would have expected 
success at modifying the polynucleotide to comprise a phosphorothioate linkage since 
Nakamaye et al. taught the successful use and design of phosphorothioate-containing 
primers in PCR and DNA sequencing. 



Application/Control Number: 09/436,060 Page 13 

Art Unit: 1635 

Therefore, the invention as a whole would have been prima facie obvious to one 
of ordinary skill in the art at the time the invention was made. 

Conclusion 

Claims 42 and 43 are objected to as being dependent upon a rejected base 
claim, but would be allowable if rewritten in independent form including all of the 
limitations of the base claim and any intervening claims. Claims 42 and 43 are 
considered free of the prior art since the prior art does not teach or fairly suggest a 
pharmaceutical composition comprising a polynucleotide in a pharmaceutical^ 
acceptable carrier, wherein the polynucleotide 

(a) has a sequence of at least 7 nucleotides that specifically hybridizes to a first 
nucleotide sequence within an accessible region of the RNA component of human 
telomerase ("hTR"), wherein the accessible region is selected from nucleotides 290- 
319, and nucleotides 350-380 of hTR (SEQ ID NO:16), 

(b) does not hybridize to a second nucleotide sequence within the template 
region of the hTR, said template region being nucleotide 46-55 of SEQ ID NO: 16, and 

(c) is effective to inhibit the synthesis of telomeric DNA by telomerase. 
Additionally, claim 44 is objected to as being dependent upon a rejected base 

claim, but would be allowable if rewritten in independent form including all of the 
limitations of the base claim and any intervening claims. Claim 44 is considered free of 
the prior art since the prior art does not teach or fairly suggest a pharmaceutical 
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composition consisting of a polynucleotide in a pharmaceutical^ acceptable carrier, 
wherein the polynucleotide 

(a) has a sequence of at least 7 nucleotides that specifically hybridizes to a first 
nucleotide sequence within an accessible region of the RNA component of human 
telomerase ("hTR"), wherein the accessible region is selected from nucleotides 137- 
196, 290-319, and nucleotides 350-380 of hTR (SEQ ID NO: 16), 

(b) does not hybridize to a second nucleotide sequence within the template 
region of the hTR, said template region being nucleotide 46-55 of SEQ ID NO:16, and 

(c) is effective to inhibit the synthesis of telomeric DNA by telomerase. 

Allowable Subject Matter 

Claims 38 and 39 are allowable. Claims 38 and 39 are considered to be free of 
the prior art since the prior art does not teach or fairly suggest a polynucleotide 
consisting of a sequence selected from the group consisting of SEQ ID NOs: 2-14 or 
pharmaceutical compositions therein. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Terra C. Gibbs whose telephone number is 571-272- 
0758. The examiner can normally be reached on 9 am - 5 pm M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Schultz can be reached on 571-272-0763. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 

USPTO Customer Service Representative or access to the automated information 

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Patent applicants with problems or questions regarding electronic images that can be 
viewed in the Patent Application Information Retrieval system (PAIR) can now contact 
the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800- 



786-9199. 
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